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MEMORANDUM L e sk

TXR NC» 0054361
DATE: September 20, 2006
SUBJECT:  BAS 800H: Early Mortality in the Mouse Cancer Study

PC Code; 118203; DP Barcode: 332665

FROM: Jessica Kidwell, Executive Secretary C}:ﬁ‘}‘u@d@ K,Lg&,ufitg
Dose Adequacy Review Team f/;!

Health Effects Division (7509P)

THROUGH: Jess Rowland, Chair ©~&>->?E??‘~“‘*L~—

Dose Adequacy RevieW Team
Health Effects Pivision {(7509P)

TO: Joanne Miller, Product Manager
Tracy White, Reviewer
Herbicide Branch, Registration Division (7505P)

In response o BASF Toxicologist Jim Sherman’s emails (attached) regarding early
mortality in the mouse carcinogenicity study {(using C57BL/6NCrl mice supplied by
Charles River, Germany), the DART recommends that if 75% mortality is noted in any
male group {control or treated}, then an early sacrifice should be performed in all groups
of male mice. The female mice should continue until scheduled termination unless a
similar increase in mortality is seen.

This memo documents the USEPA DART's approval for termination of this study before
18 tull months of treatment as described above.

Note ro Registrant: Please reference this DART memo in the final study submission to
EP A as justification for this action.
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ATTACHMENTS: EMAILS FROM JIM SHERMAN, BASF TO JESS ROWLAND,
EPA ON 0/18/06 AND 9/19/06



- Foraarded oy Jess Rowland/DC/USEPA/US on 16/18/2006 03:37 PM -----

James H Sherman
<james.sherman@ba 7o Jess Rowiand/DC/USEPA/US@EPA

sf.com>
cc

09/18/2006 03:33 PM  gubje Re: Early Mortality in the Mouse Cancer Study
ct with BAS 800 H

James H Jherman, Ph.D., DABT
Toxicol suist Sr

Phone: .—919-547-2930
E-mail: james .sherman@basi . com
Poslal vidress:

BASF -~ Thne Chemical Company

T cwland, tasslepa.

oo Char;es E Hastings /NVA/RTP/BASF-CORP/BASFE

02/27,23

05 LC:5? BASEF-CCRP

AM

Subiject Barly Mortality in the Mouse Cancer Study with Bas 800 XA
Jess:

As discaissed this morning, we are exper.encing some early mortality in
the mouse carcinegenicity study with BAS 800 H. The early mortality
seems £ be due to the specific mouse shrain we are using, and 1s not a
compound-specific effect, as we gee the comparable results in other
mouse snudies that were initiated in the same time frame. In an effort
to ensico the acceptabllity of our studies, we would appreciate some
genaral cuidance from the USEPA.

Purasuans ©o our meetings with the DART commistee, we initiated desing in

the BAS 200 H mouse study on May 10, 20G05. After approximately one year
of sreatment an increased incidence of unscheduled deaths began to be
record ‘n mice in control and all treatment groups. After 16 months of
treatmen .. survival in all treatment groups is >50%. As such, the study
has met *ne acceptance criteria for noc Less taan 50% survival st 15
months. {owever, because the rate of unscheduled deaths is increasing,

we Mave some concern that »25% surviwval may not be achieved in all
treatman’ groups i1if the terminal sacrifice ig carried out on November 8
and 9, i acheduled.

The spo . ic guestions we have are:
i Tf 75+ mortality is noted in any group {control or treated), should
we performn an early sacrifice? At tth point, Wwe feel that wou-d nar

hdppe: .22l the mice had been treated for at least 17 months.

217 Finos w2 do have an extra treatment group [n this study (4 treated
and a oonnrol group for each sex), is iz better to examine survival ol
all cor-ral treatment groups rather than focusing on a single group? For



example. 1f only the survival in the second highest dose group in a
single

sex dr pelow 25%, should we just con:tinue Che study?

37 If we cerminate the study before the scheduled sacrifice at 18
ronzhs, Ls there a formal mechanism whereby we can gain USEPA approval
fo=- rerminating the study before 18 full months of treatment?

»r7T Lo help in your assessment, I have included the most racent
mortal ity report for the study.

Intarvs]

Thank yo. for your continuing guidance as we proceed in our product
developnent program.

Bes:t regards,
Jim
(Ses arntacned file: 01177.pdi}

Ph.D., DART

-918-547-2930
mes . sherman@bast . com

i
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----- Soraaeiien ov Jess Rowland/DC USERPA/UE on 09182008 0842 AM ---m-

James H Sherman
<james.sherman@basf. To J2ss Rowland/RC/USEPA/US@EPA

com>
9/19/2006 08:18 AM

cC
Subje Fw: BAS 800 H: mouse study; Mortality

ot

-

285
Below <13 —he most recent mortality data from the mouse study with BAS

830

5.

Thaanks v working wich me on this.
Begi ragJards,

Jim

Jamzs # SZherman, Ph.D., DABT
Toxicolarist Sr

Phone: =919-547-2930

H-mali: james . sherman@bast . com
Pogtal Aiaress:

Ba5® - Mo Chemical Company

mewe- Tarxarded by James H ShermansAPD/RTP/BASF-CORP/BASF on 09/19/2006
J3: 1% 2 r-==--

Georgila

Cunha/BA
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To
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E Sherman/APD/RTP/BASK-
COR?/BAS 4R
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po/s19s2c0
oo

06 04:2C Werner

AM Mellert/Z2H/BASF-AG/BASFEEURCPE

Sumijec:
BAS 800 H: mouse stucy;
Mortality



Informeacion from 18/09:

maleg: Gr.0/ O ppm = 46%
Gr.l/ 1 pom = 58%
Gr.2/ = ppm = 42%
Gr.3/25 ppm = 30%
Gr.4/75 pom = 30%

famales: Gr.0/ O ppm = 28%
Gr.2/ 5 ppm = 20%
Gr.3/ 25 ppm = 36%
Gr.4/ 73 pom = 32%
Gr.5/150 ppm = 6%

Regards .

Ceorglia Tunha
Mechanis! 1o Toxicology

Phone: -419 621 60-58160, E-Mail: georgia.cunha@basf.com
Postali address: BASFEF aktiengesellschaft, GV/Tb - 2470, D-6705¢6
Ludwigsaafer, Germany

BAST - e Chemical Company

BAST Ax:.enyesellschaft, Registerea Offlce: 67056 Ludwigshafer, Cesrrmany
Companies’ Register: Amtsgerlcht Ludwigshafen, HRB 3000

Boarsd o7 Executive Directors:

Juerger Hambrecht, Chailrman; Eggert Yoscherau, Vice Chairman;

Kur: W. 3aock, Martin Brudermueller, John Feldmann, Andreas Kreimever,
Klaus Pelzr Loebbe, Stefan Marcinowski, Peter Oakley

Chalrmas1 21 the Supervisory Board: Juergen Strube




ol -

13544

Chemical:

HED File Code:
Memo Date:
File ID:
Accession #:

R132691

Benzamide, 2-chloro-5-|3,6-dihydro-3-methyl-2,6-dioxo-4-(triftuoromethyl)-
12 H)-pyrimidinyl|-4-fluoro-N-[[methyl(I-methylethyDamino]sulfonyl]-

PC Code:
118203
13000 Tox Reviews
9/206/2006
TX 054361
412-07-0024

HED Records Reference Center
119720006
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